This work describes a novel, proof of concept approach using fundus images derived through different spectral sources to map out clinically relevant features in 36 eyes of patients with intermediate AMD (Supplementary Figure 1) . The usefulness of several unsupervised clustering algorithms and parameters was explored, including: K means, Fuzzy K means, and ISODATA (Supplementary Figure 2) .
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1 Down merging describes the approach in which the number of classes was initially stipulated at 16; separate classes with the lowest separability in the first classification result are then aggregated into one class and the process repeated until a certain pre-specified criterion was reached. The example demonstrates that the approach using 'K means, down-merging' provides the best concordance with drusen in the reference fundus photograph. These areas of interest were then compared against expert annotation. In addition to the core analysis, we also explored if this approach could identify evidence of disease progression, including drusen regression. [2] [3] [4] Two eyes with intermediate AMD followed up over a 15 and 6 month period, respectively were analysed. The former showed evidence of drusen enlargement (Supplementary Figure 3A) , while the latter showed drusen regression (Supplementary Figure 3B) , confirmed by structural optical coherence tomography (data not shown). Validation via a larger replication sample is currently underway.
